REMARKS 

The claims have been amended to place them in a condition for immediate allowance. As 
amended, the claims are limited to methods and phannaceutical compositions for inhibiting p38a 
kinase activity. These claims are clearly supported by the grandparent application Serial 
No. 09/141,916 filed 28 August 1998. Accordingly, the pubhcations of AM, WO 99/18942 and 
Schindler, WO 99/32460 cited in the parent application are not citable with respect to these 
claims as their publication dates are subsequent to the priority to which these claims are entitled. 
Accordingly, it is beUeved that the proposed claims are allowable. 

Claims 1, 8-10, 13, 15-17 and 23-24 are claims to methods to inhibit p38a kinase and are 
similar to those allowed in the parent application with corresponding numbers except that the 
parent claims are directed to inhibiting p38a kinase and TGPP in the alternative. As the present 
claims are entitled to priority firom the grandparent application, certain limitations which were 
inserted into claim 1 in the parent application to expedite allowance are clearly unnecessary in 
the present case. Because, however, these claims are simply of different scope, a terminal 
disclaimer is enclosed. 

Also, unlike the parent, composition claims 18-20 have been retained. New claims 25-33 
are dependent claims directed to the compositions and are analogous to the claims dependent on 
the method of claim 1. 

Accordingly, no new matter has been added; the general format of the composition and 
method claims is similar. 

In the unlikely event that the transmittal letter is separated fi-om this document and the 
Patent Office determines that an extension and/or other relief is required, applicants petition for 
any required relief including extensions of time and authorize the Assistant Commissioner to 
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charge the cost of such petitions and/or other fees due in connection with the filing of this 
document to Deposit Account No. 03-1952 referencing docket No. 219002028402 . However, 
the Assistant Commissioner is not authorized to charge the cost of the issue fee to the Deposit 
Account. 

Respectfully submitted. 
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EXHIBIT A. - VERSION WITH MARKINGS TO SHOW CHANGES MADE 
In the Specification : 

On page 10. the second paragrapli, at lines 5-21 : 

Each is also independently a hydrocarbyl residue (1-20C) containing 0-5 heteroatoms 
selected from O, S and N. Preferably, is independently H, alkyl, alkenyl, alkynyl, acyl or 
hetero- forms thereof or is aryl, arylalkyl, heteroalkyl, heteroaryl, or heteroarylalkyl, each 
unsubstituted or substituted with 1-3 substituents selected independently from the group 
consisting of alkyl, alkenyl, alkynyl, aryl, alkylaryl, aroyl, N-aryl, NH-alkylaryl, NH-aroyl, halo, 
OR, NR2, SR, -SOR, -SO2R, -OCOR, -NRCOR, -NRCONR2, -NRCOOR, NRSOR, NRSO2R, 
-OCONR2, RCO, -COOR, -SO3R, NRSOR, NRSO2R, -CONR2, SO2NR2, CN, CF3, and NO2, 
wherein each R is independently H or alkyl (1-4C). The aryl or aroyl groups on said substituents 
may be further substituted by, for example, alkyl, alkenyl, alkynyl, halo, OR, NR2, SR, -SOR, 
-SO2R, -OCOR, -NRCOR, -NRCONR2, -NRCOOR, -OCONR2, RCO, -COOR, -SO3R, -CONR2, 
SO2NR2, CN, CF3, and NO2, wherein each R is independently H or alkyl (1-4C). More 
preferably the substituents on R^ are selected from R'*, halo, OR'^, NR^, SR'^, -OOCR"*, 
[-NROCR'^l -NR^OCR^ -COOR^ R'^CO, -CONR^, -S02NR^, CN, CF3, and NO2, wherein each 
R"^ is independently H, or optionally substituted alkyl (1-6C), or optionally substituted arylalkyl 
(7-12C) and wherein two R"^ or two substituents on said alkyl or arylalkyl taken together may 
form a fused aliphatic ring of 5-7 members. 
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In the Claims: 



1 . (Amended) A method to [treat conditions characterized by enhanced] inhibit 
p38-a activity! and/or enhanced TGF-)3 activity], which method comprises [administering to a 
subject in need of such treatment] contacting said p38-a with a compound of the formula: 



or the pharmaceutically acceptable salts thereof 

wherein [is a noninterfering substituent] comprises a substituted or unsubstituted 
aromatic moiety, wherein said aromatic moiety is a monocyclic or fused bicvclic moiety 
containing 5-12 ring member atoms, optionally comprising one or more heteroatoms selected 
from O, S and N ; 

each Z is CR"^ or N, wherein no more than two Z positions in ring A are N, and wherein 
two adjacent Z positions in ring A cannot be N; 

each R^ is [independently a noninterfering substituent; 
L is a linker;] either 

(i) independently selected from the group consisting of H, alkvL alkenvK alkynyl, 
acyl. wherein each of alkvL alkenyl alkynyl and acyl may optionally contain 1-2 O, S or N, aryl 
and arylalkyi, each of said aryl and arylalkyl optionally containing 1 or more O, S or N and 
wherein in each of the foregoing other than H may be unsubstituted or substituted with 1-3 
substituents selected independently from the group consisting of alkyl, alkenyl, alkynyl aryl, 
alkylaryl arovh N-aryl. NH-alkylaryl NH-aroyl halo. OR, NRj. SR. -SOR, -SO2R, -OCOR, 
-NRCQR. -NRCONR% -NRCOOR, -NRSOR. -NRSO2R. -OCONR?. RCO. -COOR, -SO^R, 
-CQNR?. SO?NR?. CN, CF^, and NO7, wherein each R is independently H or alkyl (1-4C), and 
wherein any aryl or aroyl groups on said substituents may be further substituted by alkyl, 
alkenvl. alkynvL halo. OR. NR7, SR, -SQR, -SO9R, -OCOR. -NRCQR. -NRCONR7. -NRCOOR, 




(L)n-Ar' 



(1) 
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-NRSOR. -NRSO^R. -OCONR^, RCQ, -COOR, -SO^R> -CQNR?. SO^NR^. CR CF^t. and 
wherein each R is independently H or alkvl or 

(ii) independently selected from the group consisting of halo. OR, NR?, SR, -SQR, 
-SO7R. -OCOR, -NRCQR, -NRCONR?, -NRCQOR. NRSOR. NRSQ7R. -OCONR7, RCO, 
-COOR, -SO7R. NRSQR. NRSO9R. -CONR?. SQ9NR9. CK CF^. and NO?, wherein each R is 
independently H or alkvl (1-40; 

n is 0 or 1 ; and 

At' is [the residue of] a cyclic aliphatic, cyclic heteroaliphatic[,] or a monocyclic or 
polycyclic aromatic [or heteroaromatic] moiety any of the foregoing optionally substituted with 
1-3 [noninterfering] substituents , wherein two of said substituents may form a 5-7 member cyclic 
optionally heterocyclic aliphatic ring and wherein Ar" and any said substituents thereon forming 
a cyclic aliphatic ring, may optionally contain one or more ring atoms selected from O, S and N . 

8. (Amended) The method of claim [7] i wherein [said] miy substituents on the 
aromatic or heteroaromatic moiety of R^ are independently selected from the group consisting of 
halo, OR, NR2, SR, -SOR, -SO2R, -OCOR, -NRCOR, -NRCONR2, -NRCOOR, -NRSOR, 
-NRSO2R, -OCONR2, RCO, -COOR, -SO3R, -CONR2, SO2NR2, CN, CF3, and NO2, wherein 
each R is independently H or alkyl (1-4C) and [with respect to any aryl or heteroaryl moiety, said 
group ftirther including] alkyl (1-6C). 

10. (Amended) The method of claim 9 wherein Ar' is phenyl, 2-, 3-, or 4-pyridyl, 2- 
or 4-pyrimidyl, indolyl, isoquinolyl, quinolyl, benzimidazolyl, benzotriazolyl, benzothiazolyl, 
benzofiiranyl, pyridyl, thienyl, fiiryl, pyrrolyl, thiazolyl, oxazolyl, or imidazolyl, [or 
morpholinyl,] all of which may optionally be substituted. 

13. (Amended) The method of claim [1 1] 1 wherein said optional substituents on R^ 
are independently selected from the group consisting of R"^, halo, OR"^, NR'*2, SR"^, -OOCR'*, 
-NROCR^ -C00R\ R'^CO, -CONR^, -S02NR'*2, CN, CF3, and NO2, wherein each R'* is 
independently H, or optionally substituted alkyl (1-6C), or optionally substituted arylalkyl 
(7-12C) and wherein two R'* or two substituents on said alkyl or arylalkyl taken together may 
form a fused aliphatic ring of 5-7 members. 
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15. (Amended) The method of claim [14] 1 wherein L is S(CR^2)m, -NR^S02(CR^2)u 
S02(CR'2)m, S02NR\CR'2)b [NR'(CR'2)m] NR!{CR!2}m, NR^C0(CR'2)h 0(CR'2)m, or 
0C0(CR^2)i, or 



wherein Z is N or CH and wherein m is 0-4 and 1 is 0-3; 

R' is H, alkyl or arylalkyl where the aryl moiety may be substituted by 1-3 substituents 
selected independently from the group consisting of alkyl, alkenyl, alkynyl, aryl, alkylaryl, aroyl, 
N-aryl, NH-alkylaryl, NH-aroyl, halo, OR, NR2, SR, -SOR, -SO2R, -OCOR, -NRCOR, 
-NRCONR2, -NRCOOR, -NRSOR, -NRSO2R, -OCONR2, RCO, -COOR, -SO3R, -CONR2, 
SO2NR2, CN, CF3, and NO2, wherein each R is independently H or alkyl (1-4C); 

and wherein any aryl or aroyl groups on said substituents may be further substituted by 
alkyl, alkenyl, alkynyl, halo, OR, NR2, SR, -SOR, -SO2R, -OCOR, -NRCOR, -NRCONR2, 
-NRCOOR, -NRSOR, -NRSO2R, -OCONR2, RCO, -COOR, -SO3R, -CONR2, SO2NR2, CN, 
CF3, and NO2, wherein each R is independently H or alkyl (1-4C); and 

R^ is as defined in claim [12] 1. 

16. (Amended) The method of claim 1 wherein the compound of formula (1) is 
selected from the group consisting of [compounds 1-87 herein] 

(a) the compounds listed in Table 2 below, wherein Z^-Z^ are CH: ?} is N: R^ in 
compound No. 1 1 is 2-propvl; R^ in compound No. 12 is 4-methoxvphenvK and R' in compound 
No. 41 is 4-methoxvbenzvl; and wherein L, Ar* and R^ are as shown in Table 2: 




— N 



Z 
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Table 2 


Compound 
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o 

y 
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14 
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phenyl 




iNrl 


6 -pynmidinyl 


phenyl 


O 1 

zl 


iNrl 


2 -pynmidiny 1 


phenyl 


ZZ 
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Phenyl 


phenyl 


11 
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lNrn^rl2 
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3 -chlorophenyl 


Z4 
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3 -hydroxyphenyl 


phenyl 


Zj 


iNrl 


2 -hydroxypheny 1 


phenyl 


Zo 
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4 -hydroxyphenyl 


pnenyi 


z / 
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4-indolyl 


phenyl 


Zo 
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5-indolyl 


pnenyi 


zy 


iNrl 


4-nicinoxypncnyi 


piiciiyi 
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3 -methoxyphcnyl 


piiciiyi 






'7 -m f tVi n Yvn Vi fti vl 
^-iiictiiUAypiiciijri 


pHtlijf 1 


32 


NH 


4-(2-hydroxyethyl)phenyl 


phenyl 


33 


NH 


3-cyanophenyl 


phenyl 


34 


NHCH2 


2,5-difluorophenyl 


phenyl 


35 


NH 


4-(2-butyl)phenyl 


phenyl 


36 


NHCH2 


4-dimethylaminophenyl 


phenyl 
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Table 2 


Compound 
rNo. 


Li 


AT 


JV 


Jo 


"NTH 
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phenyl 


42 


NH 


p-aminomethylphenyl 


phenyl 
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4-aminophenyl 


phenyl 


44 


NH 


4-pyridyl 


3 -chloropheny 1 


45 


NH 


Phenyl 


4-p5Tidyl 


46 


NH 
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4iS 
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2-Denzylainino-3 -pyndyl 
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49 


NH 


2-benzylamino-4-pyridyl 


phenyl 


50 


NH 


3-ben2yloxyphenyl 


phenyl 
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NH 


4-pyridyl 


3-aminophenyl 


52 


NH 


4-pyridyl 


4-pyridyl 


53 


NH 


4-pyridyl 


2-naphthyl 


54 




4-nvridvl 


nhenvl 


55 




Phenyl 


phenyl 


56 




2-pyridyl 


phenyl 


61 


NH 


4-pyridyl 


2-trifluoromethyl 
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• 
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04 


INrl 
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OD 
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4-inethoxyphenyl 


2-fluorophenyl 


66 


NH 


4-pyrimidinyl 


2-fluorophenyl 


67 


NH 


3 -amino-4-pyridyl 


phenyl 


68 


NH 


4-pyridyl 


2-benzylaminophenyl 


69 


NH 


2-benzylaminophenyl 


phenyl 


70 


NH 


2-benzylaminophenyl 


4-cyanophenyl 


71 


NH 


3'-cyano-2- 
benzylaminophenyl 


phenyl 
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(h) the compounds listed in Table 3, below, wherein L is NH; is N: and are 
CH and Z\ Zl Ar' and are as shown in Table 3: 



Table 3 


Compound 
No. 




Z« 




R' 


72 


CH 


N 


4-pyridyi 


2-fluorophenyl 


73 


CH 


N 


4-pyridyl 


2-chlorophenyl 


74 


CH 


N 


4-pyridyl 


phenyl 


75 


N 


N 


4-pyridyl 


phenyl 


76 


N 


CH 


4-pyridyl 


phenyl 



and 

(c) the quinazoline derivatives hsted in Table 4 below, wherein L is NH; Ar' is 
4-pyridvl: Z^, Z^, and Z^ are N: Z^ or Z^ are CR^ as shown and each is otherwise N and wherein 
R^ and R^ are as shown in Table 4: 



Table 4 


Compound 
No. 






77 


2-chlorophenyl 


6,7-dimethoxy 


78 


2-fluorophenyl 


6-nitro 


79 


2-fluorophenyl 


6-amino 


80 


2-fluorophenyl 


7-amino 


81 


2-fluorophenyl 


6-(3-methoxybenzylamino) 


82 


2-fluorophenyl 


6-(4-methoxybenzylamino) 


83 


2-fluorophenyl 


6-(2-isobutylamino) 


84 


2-fluorophenyl 


6-(4-methylmercaptobenzylamino) 


85 


2-fluorophenyl 


6-(4-methoxybenzoyl amino) 


86 


4-fluorophenyl 


7-amino 


87 


4-fluorophenyl 


7-(3-methoxybenzylamino) 



17. (Amended) The method of claim 1 wherein the compound of formula (1) is 
selected from the group consisting of the following compounds: [shown in Figures lA-lC 
herein.] 
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18. (Amended) A pharmaceutical composition for treating conditions characterized 
by enhanced [p38-a activity and/or enhanced TGF-jS] p38a kinase activity which composition 



or the pharmaceutically acceptable salts thereof 

wherein [is a noninterfering substituent] ; 

each Z [is CR^ or N, wherein no more than two Z positions in ring A are N, and wherein 
two adjacent Z positions in ring A cannot be N]; 

each R^ [is independently a noninterfering substituent]; 
L [is a linker]; 
n [is 0 or 1]; and 

Ar* [is the residue of a cycUc aliphatic, cyclic heteroahphatic, aromatic or heteroaromatic 
moiety optionally substituted with 1-3 noninterfering substituents] are as defined in claim 1 
which is effective to inhibit p38a kinase activitv in admixture with at least one pharmaceutically 
acceptable excipient appropriate for administering to a subject exhibiting enhanced p38a kinase 
activitv . 



compnses 



[a therapeutically effective] an amount of a compound of the formula 




(L)n-Ar' 



(1) 
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